Figure S2
Overlap of 1 H-NMR spectra for CP4d incubation with GSH in DMSO-d 6 .
Figure S3
Overlap of 1 H-NMR spectra for incubation of 22b with GSH in DMSO-d 6 
Figure S4
Overlap of 1 H-NMR spectra for incubation of 27d with GSH in DMSO-d 6 .
Measurement of Inhibition Constants

Figure S5
Michaelis-Menten curves at varying concentrations of inhibitor 27d
Figure S6
K i determination for 27d
Synthetic Methods
Reference compounds CP4d 1 , CP15a 2 , CP30a 2 and m-CP30a 2, 3 were prepared according to published protocols. Coumarin derivative 10 was prepared according to a published protocol 4 and used directly in the synthesis of 11 3 . NMR spectra were recorded on Bruker AVANCE 300 and 400 instruments, and coupling constants are given in units of Hertz (Hz).
Melting points were recorded for powder compounds on a Stanford Research Systems EZ-Melt. General procedure A: Oxidation with TEMPO and PhI(OAc) 2 To a solution of the alcohol (18 or 20, 1.0 equiv) in DCM (0.2 M) were added (diacetoxyiodo)benzene (1.8 equiv) and TEMPO (0.2 equiv), prior to stirring overnight at room temperature. The reaction solution was washed with saturated aqueous sodium bicarbonate and brine, prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure.
Scheme S1 Preparation of the C-Alkylated analogues of CP4d
O
General procedure B: Oxidation with TEMPO and TCICA
To a solution of the alcohol (23ab or 25ab, 1.0 equiv) dissolved in acetone (0.2 M) and cooled to 0°C were added trichloroisocyanuric acid (1.05 equiv) and TEMPO (0.01 equiv). The reaction mixture was allowed to gradually warm to room temperature while it was stirred, until TLC analysis showed complete reactant consumption (generally within three hours). The reaction mixture was then filtered over Celite and evaporated under reduced pressure prior to dissolving the crude product in DCM. The organic phase was washed with saturated aqueous sodium bicarbonate and 1 N HCl, prior to being dried over anhydrous magnesium sulfate, filtered and evaporated to dryness.
General procedure C: Grignard addition with ethynylmagnesium bromide
To a solution of the aldehyde (19 or 24ab, 1.0 equiv) in anhydrous THF (0.05 M) at -78°C was added ethynylmagnesium bromide (0.5 M in THF, 2.0 equiv), and the resulting reaction solution was allowed to gradually warm to room temperature as it was stirred overnight under nitrogen. The reaction was then quenched with slightly acidic water and the product was extracted with ethyl acetate. The combined organic extracts were washed with brine prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure.
General procedure D: Substituted benzyl azides
A solution of sodium azide in DMSO (0.5 M) was prepared by stirring for 24 hours at room temperature to ensure full dissolution of the salt. The substituted benzyl bromide (1.5 mmol) was dissolved in the solution of sodium azide (1.65 mmol, 3.3 mL) and the resulting reaction solution was stirred at room temperature overnight prior to being quenched with water (5 mL). The product was extracted with diethyl ether (3 x 5 mL), and the combined organic extracts were washed with water (2 x 10 mL) and brine (10 mL) prior to being dried over anhydrous magnesium sulfate, filtered and evaporated to dryness. Substituted benzyl azides obtained in this manner were verified by 1 H NMR and used without further purification.
General procedure E: Copper-catalysed azide-alkyne cycloaddition
To a solution of propargyl alcohol or ynone (26) (1.0 equiv) in DMF (0.1 M) were added the substituted benzyl azide (1.0 equiv, prepared according to general procedure D) and an aqueous solution (5% v/v) of copper sulfate (0.01 equiv) and sodium L-ascorbate (0.1 equiv).
The resulting reaction mixture was stirred at 75°C overnight, prior to being quenched with water.
The product was extracted with ethyl acetate, and the combined organic extracts were washed with 0.25 N HCl and brine prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure.
β-methyl-4-nitrocinnamic acid 5 (2) To a solution of sodium hydride (0.247 g, 10.3 mmol) in anhydrous THF (4 mL) under nitrogen was added triethyl phosphonoacetate (0.882 mL, 4.4 mmol) dropwise over 45 minutes, followed by a solution of 4-nitroacetophenone (4.96 g, 30.0 mmol) in anhydrous THF (5 mL), prior to stirring the reaction mixture at reflux overnight. The product was extracted with ethyl acetate (30 mL), and the combined organic extracts were washed with brine (3 x 10 mL) prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure 6 .
The crude product was immediately dissolved in methanol (6 mL) and an aqueous solution of potassium carbonate (0.870 g, 6.3 mmol, 3 mL), and stirred at reflux for 4 hours prior to removal of the methanol by evaporation under reduced pressure. Following the addition of a 1 M solution of NaOH (10 mL), the aqueous phase was washed with ethyl acetate (3 x 8 mL). The aqueous layer was acidified, using 1 M HCl, to pH ~1, and the product was extracted with ethyl acetate (3 x 8 mL). 
(Z)-4-methyl-3-(4-nitrophenyl)pent-2-enoic acid (7)
To a solution of ester 5 (2.59 g, 9.8 mmol) in methanol (15 mL) was added dropwise an aqueous solution of potassium carbonate (2.22 g, 16.1 mmol, 7 mL). Following this addition, the reaction mixture was stirred at reflux for 4 hours prior to removal of the organic solvent by evaporation under reduced pressure. The aqueous phase was diluted with water (25 mL) and washed with ethyl acetate (3 x 10 mL). After acidifying the aqueous solution to pH ~1 using 1 M HCl, the product was extracted with ethyl acetate (3 x 10 mL), and the combined organic extracts were dried over anhydrous magnesium sulfate, filtered and evaporated to dryness under reduced pressure, resulting in 1.591 g of an orange solid in 69% yield. δH NMR (300 MHz, 
(E)-1-(1H-benzo[d][1,2,3]triazol-1-yl)-4-methyl-3-(4-nitrophenyl)pent-2-en-1-one (8)
A solution of carboxylic acid 6 (300 mg, 1.28 mmol) and oxalyl chloride (0.22 mL, 2.60 mmol) in dichloromethane (15 mL) with a drop of DMF was stirred at reflux for 2 hours prior to being evaporated under reduced pressure. The crude product was triturated in hexanes and used without further purification. A solution of benzotriazole (167 mg, 1.40 mmol), DMAP (31 mg, 0.25 mmol) and triethylamine (0.36 mL, 2.55 mmol) in anhydrous THF (10 mL) was prepared, and it was then added to a solution of the crude product in anhydrous THF (20 mL).
The reaction mixture was stirred overnight at room temperature prior to extraction with dichloromethane (150 mL). The organic phase was washed with 1 M HCl (3 x 20 mL), saturated aqueous sodium carbonate (3 x 20 mL) and brine (20 mL) prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure. 
3-(1H-benzo[d][1,2,3]triazole-1-carbonyl)-6-nitro-2H-chromen-2-one (11)
Coumarin derivative 10 (600 mg, 2.55 mmol) was dissolved in thionyl chloride (10 mL) and stirred at reflux for 3 hours prior to evaporating to dryness under reduced pressure. The obtained product was triturated in hexanes, affording a yellow solid in 97% yield, which was used without further purification. The crude acyl chloride (300 mg, 1.18 mmol) was combined with benzotriazole (155 mg, 1.30 mmol) in anhydrous dichloromethane (10 mL) and triethylamine (0.49 mL, 3.54 mmol), and the resulting reaction mixture was stirred overnight prior to being diluted with dichloromethane (30 mL). 
3-(4-nitrophenyl)propynoic acid 8 (13)
To a solution of ester 12 (239 mg, 1.09 mmol) in acetone (5 mL) and water (1 mL) was added lithium hydroxide (52 mg, 2.17 mmol) prior to stirring the reaction mixture at room temperature overnight. The reaction was then quenched with water (20 mL) and saturated aqueous sodium carbonate (5 mL), and the aqueous phase was washed with dichloromethane (3 x 7 mL). The aqueous phase was then acidified to pH ~1 using 1 M HCl, and the product was extracted with ethyl acetate (3 x 10 mL). The combined organic extracts were then washed with brine (10 mL) prior to being dried over anhydrous magnesium sulfate, filtered and evaporated to dryness. 1.46 mmol) were dissolved in DMSO (5 mL) and stirred for one hour prior to the addition of substituted azachalcone m-CP30a (300 mg, 1.18 mmol) dissolved separately in DMSO (5 mL).
Following this addition, the reaction mixture was stirred at 50°C for one hour prior to being quenched with water (30 mL) and saturated aqueous sodium carbonate (5 mL). The product was extracted with dichloromethane (3 x 15 mL) and the combined organic extracts were washed with water (3 x 10 mL) prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure. The product was purified by flash column chromatography 
(E)-3-(2-(3-nitrostyryl)oxiran-2-yl)pyridine (16)
Trimethylsulfonium iodide (221 mg, 1.10 mmol) and sodium hydride (24 mg, 1.00 mmol) were dissolved in DMSO (7 mL) and stirred at room temperature for one hour prior to the addition of substituted azachalcone m-CP30a (254 mg, 1.00 mmol) dissolved in DMSO (7 mL) beforehand. Following this addition, the reaction mixture was stirred for a second hour prior to being quenched with water (35 mL) and saturated aqueous sodium carbonate (5 mL).
The product was extracted with dichloromethane (3 x 15 mL) and the combined organic extracts were washed with water (3 x 10 mL) prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure. The product was purified by flash column chromatography 
3-(3-nitrophenyl)-5-(pyridin-3-yl)isoxazole (17)
To a solution of N-hydroxy-4-toluenesulfonamide (281 mg, 1.50 mmol) in methanol (1.2 mL) and water (0.2 mL) was added potassium carbonate (222 mg, 1.6 mmol), and to that solution was added a solution of substituted azachalcone m-CP30a (50.8 mg, 0.20 mmol) in methanol (0.6 mL) and N,N-dimethylformamide (1 mL). The resulting reaction mixture was stirred at 40°C for 24 hours, after which a second portion of potassium carbonate (111 mg, 0.80 mmol) was added and the mixture was stirred at 60°C for an additional 10 hours. The product was extracted with ethyl acetate (40 mL) and the organic phase was washed with water (3 x 10 mL) and brine (10 mL) prior to being dried over anhydrous magnesium sulfate, filtered and evaporated under reduced pressure. The product was precipitated from hexanes to obtain 
1-(4-nitrophenyl)penta-1,4-diyn-3-ol (20)
Compound 20 was prepared from aldehyde 19 (9.75 mmol) according to General Procedure C, and purified by flash column chromatography (7:3 hexanes:ethyl acetate) to obtain 
1-(1-benzyl-1H-1,2,3-triazol-4-yl)-3-(4-nitrophenyl)prop-2-yn-1-one (22a)
Benzyl
154-156°C (dec.).
1- (1-(4-nitrobenzyl)-1H-1,2,3-triazol-4-yl)-3-(4-nitrophenyl) ( 1-(3-nitrobenzyl)-1H-1,2,3-triazol-4-yl)(1-(4-nitrobenzyl)-1H-1,2,3-triazol-4-yl ( 1-(4-nitrobenzyl)-1H-1,2,3-triazol-4-yl)(1-(4-(trifluoromethyl)benzyl)-1H-1,2,3 
